
Rockville MD 20860

MAY30 Em WARNINGLEITER

VIA FEDERAL EXPRESS

Mr, MichihiroWatanabe
Directorand Mk PlantManager
KawasumiIAoratorica, Inc.
KmvasumiBid,, 3-28-M, Minami+hi
Shinagawa-ku,Tokyo 140,Japan

Dar Mr, Watanabe:

Duringthe Foodand Drug Administratbn’$(FDA)Inspectionof your firm bcatcd at

KawasumlBid., 3-281SMinambohj,Shinagawa-ku,Tokyo 140,Japan from February 17
through 18, 1997,our lnvatigator dctcrmincdthat your firm manufacturcatubingsets,

@

Tubingsets arc dcvia withinthe meaningof Section201(h)of the FederalFood, Drug, and
Cosrnctic Act (the Act).

The above-statedinspectionrcvcakd that thesedcviccaarc adulterated,in that the methods
used in, or the facilitiesor controlsused for the manufacture,packaging,storage, or
installationarc not in confornwwewith the MedicalDcviccGoodManufacturingPmcticu
regulatioru,as spccifkd in Title 21, Codeof FederalRegulations(21 CFR), Part 820, as
follows:

1. Failureof the qualityassuranceprogmmto assure that all qualityassurancechecksarc
appropriateand adequatefor their purposeand arc performedcorrectly, as requiredby
21 CFR 820,20(a)(4). For example,cthykne oxldc rcslduals@stingcompktcd for
rclcascof each tub{nglot doa not conformto the PMAmethodas follows:

a.
b.
c,
d.

c,

The sample is not maintainedunderchilkd conditionsprior to testing;
AMlysisproccdurcaarc not performedat S“Cif possible;
Ethyknc oxidestandardsolutionis not prepared in a cold laboratory;
Concentrationrationsof 0,2,0,5,0.8, 1,0, and 2,0 (cthylcncoxide/propyleneoxide)
arc not used to establishthe calibmtioncurve; and
The samplepeakarea is ~t measuredusing the “width-at-a-half-height”method.

2, Failureto assure that specificationchanga shall bc subjectto controlsas stringentas
thoseapplied to the originaldcvicc,as rquircd by 21 CFR 820,100(a)(2), For example:
reviewof the documentationrelatingthe cthyknc oxide residualtestingconductedto
verify the reductionfrom 10to 6 daysas the minimumdcgassingtime found:



3.

4,

s.

6.
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a. Only two concentrationsof ethyleneoxidewere used to atablish the concentration
curve; and

b. The concentrationof ethyleneoxideresidualsobtainedusing the portionof the
calibmtioncurve w belowthe bwcr calibmtionstandard,

Failureof the qualityassuranceprogramto identify,recommend,or providesolutionsfor
qualityassuranceproblemsand verifythe implementationof such solutions,as required

2l-CFR 820.2b(a)(3). For cxafik: -by

a.

b.

Complaha KWO1O1and KW-102~ivcd October 19, 1995, relateto reportsof
blood tubingreturn set plasmaleakageat the bondingarea of tubingand chamber
cap. Failure investigationconfirmedthat the kakage was caused by incomplete
bonding. No furtkr actionwas taken.

Complain~KW-098,KW-113, KW-118, KW-123,KW-126,KW-141,and KW-145
were received from October 1995to August1996, Thesecomplaintsrelate to
Icakagcof plasma(absorptionline)or regenerationsolution(regenerationline)at the
fcrnaic lucr connector. Two of the abovewmplainu (KW-118 and KW-1230)relate
to leakagein the plasmaabsorptionlinefor lot 52153. A design change was
implemented on July 31, 1996whenit was determinedthat the Iucrconnector was
susceptible to stress-induced failure.

Failure to assure that the equipmentused in the manufacturingprocess is appropriately
designed,constmtcd, and installed, as requiredby 21 CFR 820.60. For example,the
newsoling machinehasgreater seal strengthvariabilityacross the seal. Test data shows
several mcasurcmcntarecordedas lowas 200 grams (minimumlimit)and as highas 600
grams; in somecases this variationwas documentedfor the same sample, No assessment
has been madeto determinethe cauu of this variability,whetherthe qualitycauseof this
variabilityand the qualityof the seal will remainwithinrequirementsthroughoutthe
product’sshelf lifes

Faiiurcto atablish, implement,and control reprocessingproccdurcato assure that the
reprocesseddeviceor componentmeetstheoriginal, or subsequentlymodifiedand
approved, spccifkations,u requiredby 21 CFR 820.11S(a). For example,there arc no
written prowdura whichidentifywhattypesof defectscan be reworkedand what
additional testing may be rosary.

Failure of the dcvi~ historyrecord to includedatesof manufacture,quantity
manufactured,and quantityreleasedfor distribution, as required by 21 CFR 820.184.
For example:

a.

b,

The dcvkx history record does not document rework of the LDL tubing due to
icakagc or other abnormaiitica;and

Not ali in process defects such as Icakagcarc documented in the dcvicc history
record,
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This letter i4not intendedto be an all-inclusiveI&tof dcflclcncia at your facility. It &your
responsibilityto ensureadhcremz to each requirementof the Actand rcguiatlons. The
$Pifk vioiatbru noted in this k and in the FDA 483 issued at the close of the inspection
may be symptornatkof seriow underlyingproblem in your firm’s manufacturingand
qualityassurancesystems. Youarc rupontibic for investigatingand determiningthe msa
of the violationsidentifiedby the FDA, If themscs are dctcrmincdto be systems
problems,you mustpromptly Initiatepermanent correctiveactidru,

We acknowledgethe receiptof the responseof March 17, 1997, Youmay refer to this in
futurecorrespondence. Your responseto the FDA483 is not adequate. In order to
Cktcminc the 8dcquacyof your response,it will be nccuaary for you to submitcopiesof
yow rcvalidationof the changein the acmtbn cycleand all of your modifiedprocedures.

Picuc notify this offkc in writingas to the qmcifk steps you havetaken, or intendto take,
to correct the notedvbiatbns,includingan explanationof eachSUPbeingtakento prevent
the recurrenceof similarvbiatkm. If the documentationis not in English,please
providea translationto facilitateour mvkw. Pleaseincludeany and all documentationto
how that adequatecorrectionhasbeenachieved. In thecaseof futurecoqtions. an
estimateddateof compictbn, and documentationshowingplans for correction,shouldbe
inciudcdwith your rcaporucto this letter. Pleaseaddressyour responseand any questionsto
Mr. Timothy R, Wells,Chief, OB/WN, Chstrocntcrology,and UrologyBmmh, at the
letterheadaddress,

Shouldyou requireany assistancein understandingthe contentsof this letter, do not
iwiwc to contactMr. HowardA, Pras at the letterheadaddressor at (301)S94-4616or
FAX(301) 5944638,

Sinwrcly yours,

LiilianJ, Giil /
Director /

Officeof Complianu
Center for Dcviccsand

Radiologiui Health


